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| NDOMETHACI N CAPSULES, USP
DESCRI PTI ON:

| ndorret haci n cannot be consi dered a sinple anal gesi ¢ and shoul d not be used in
conditions other than those recommended under | NDI CATI ONS AND USAGE

I ndorret hacin is a nonsteroidal, anti-inflamatory, indole derivative

desi gnat ed chem cally as 1-(4-chl orobenzoyl) - 5- met hoxy- 2- net hyl -1 H- i ndol e-
3-acetic acid. Indomethacin is practically insoluble in water and sparingly
soluble in alcohol. It has a pKa of 4.5 and is stable in neutral or slightly
aci di ¢ nedi a and deconposes in strong alkali. The structural forrmula is:
N
/ CH4
o o
&
CHy
OH
MW 357.79 CsH,sa NO,
Each capsule, for oral adnministration, contains __ ng of indomethacin. In

addi tion, each capsule contains the follow ng inactive ingredients:

(NOTE: We note that in accordance with good pharnmaceutical practice, al
dosage forns should be labeled to cite all the inactive ingredients (refer to
USP CGeneral Chapter <1091> for guidance). W believe this is an inportant
public health nmeasure. Please respond accordingly by correctly noting the

i nactive ingredients present in this product.)

CLI NIl CAL PHARMACOL OGY:

I ndorret hacin is a nonsteroidal drug with anti-inflammatory, antipyretic and
anal gesic properties. |Its node of action, like that of other anti-
inflanmatory drugs, is not known. However, its therapeutic action is not due
to pituitary-adrenal stimulation.

I ndorret hacin is a potent inhibitor of prostaglandin synthesis in vitro.
Concentrations are reached during therapy which have been denmonstrated to have
an effect in vivo as well. Prostaglandins sensitize afferent nerves and

potentiate the action of bradykinin in inducing pain in ani mal nodel s.

Mor eover, prostagl andins are known to be anmong the nedi ators of inflammation.
Since indonethacin is an inhibitor of prostaglandin synthesis, its nmode of
action nay be due to a decrease of prostaglandins in peripheral tissues.

| ndorret haci n has been shown to be an effective anti-inflammatory agent,
appropriate for long-termuse in rheumatoid arthritis, ankyl osing spondylitis,
and osteoarthritis.
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| ndorret hacin affords relief of synptons; it does not alter the progressive
course of the underlying disease.
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| ndorret haci n suppresses inflammation in rheunatoid arthritis as denonstrated
by relief of pain, and reduction of fever, swelling and tenderness.

| nprovenent in patients treated with indonethacin for rheumatoid arthritis has
been denonstrated by a reduction in joint swelling, average nunber of joints

i nvol ved, and norning stiffness; by increased nobility as denonstrated by a
decrease in wal king time; and by inproved functional capability as
denmonstrated by an increase in grip strength.

| ndorret haci n has been reported to di m ni sh basal and CO , stinmul ated cerebra
bl ood flow in healthy volunteers follow ng acute oral and intravenous

adm ni stration. |n one study, after one week of treatnent with orally
adni ni stered i ndomet hacin, this effect on basal cerebral blood flow had

di sappeared. The clinical significance of this effect has not been

est abl i shed.

| ndorret haci n capsul es have been found effective in relieving the pain,
reduci ng the fever, swelling, redness, and tenderness of acute gouty
arthritis.

Fol l owi ng a single oral dose of indomethacin, the drug is readily absorbed,
attai ning peak plasma concentrations at about 2 hours. Oally admnistered
i ndonet haci n capsul es are virtually 100% bi oavai |l abl e, with 90% of the dose
absorbed within 4 hours.

I ndorret hacin is elininated via renal excretion, metabolism and biliary
excretion. |ndomethaci n undergoes appreci abl e ent erophepatic circul ation

The nean half-life of indomethacin is estimated to be about 4.5 hours. Wth a
typical therapeutic regimen of 25 or 50 ng t.i.d., the steady state plasma
concentrations of indomethacin are an average 1.4 tines those follow ng the
first dose.

| ndorret hacin exists in the plasma as the parent drug and its desnethyl,
desbenzoyl, and desnet hyl - desbenzoyl netabolites, all in the unconjugated
form About 60 percent of an oral dosage is recovered in urine as drug and
net abolites (26 percent as indonmethacin and its glucuronide), and 33 percent
is recovered in feces (1.5 percent as indomnethacin).

About 99% of indonethacin is bound to protein in plasma over the expected
range of therapeutic plasna concentrations. |ndonethacin has been found to
cross the blood brain barrier and the pl acenta.

| NDI CATI ONS AND USACE

| ndorret haci n capsul es have been found effective in active stages of the
fol |l owi ng:

1. Moderate to severe rheumatoid arthritis including acute flares of chronic
di sease.

Moderate to severe ankyl osi ng spondylitis.

Mbderate to severe osteoarthritis.

Acut e pai nful shoul der (bursitis and/or tendinitis).

Acute gouty arthritis.

aRrwN

| ndorret haci n may enabl e the reduction of steroid dosage in patients receiving
steroids for the nore severe forns of rheumatoid arthritis. In such instances
the steroid dosage shoul d be reduced slowy and the patients foll oned very
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closely for any possible adverse effects.
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The use of indonethacin in conjunction with aspirin or other salicylates is
not recomrended. Controlled clinical studies have shown that the conbi ned use
of indonethacin and aspirin does not produce any greater therapeutic effect
than the use of indonethacin alone. Furthernore, in one of these clinica
studi es, the incidence of gastrointestinal side effects was significantly

i ncreased with conbined therapy (see Drug Interactions).

CONTRAI NDI CATI ONS:

| ndorret haci n shoul d not be used in:

-Patients who are hypersensitive to this product.

-Patients in whomacute asthnatic attacks, urticaria, or rhinitis are
precipitated by aspirin or other nonsteroidal anti-inflamratory agents.

WARNI NGS:
Cener al :

Because of the variability of the potential of indonethacin to cause adverse

reactions in the individual patient, the followi ng are strongly recomended:

1. The | owest possible effective dose for the individual patient shoul d
be prescribed. |ncreased dosage tends to increase adverse effects,
particularly in doses over 150-200 ng/day, without corresponding
increases in clinical benefits.

2. Careful instructions to, and observations of, the individual patient
are essential to the prevention of serious adverse reactions. As
advanci ng years appear to increase the possibility of adverse
reacti ons, indomethacin should be used with greater care in the aged.

3. Ef f ecti veness of indomethacin in children has not been established.

| ndorret haci n shoul d not be prescribed for children 14 years of age and

younger unless toxicity or |lack of efficacy associated with other
drugs warrants the risk.

In experience with nore than 900 children reported in the literature
or el sewhere who were treated with i ndomet haci n capsul es, side effects in
children were conmparable to those reported in adults. Experience
children has been confined to the use of indomethacin capsul es.

If a decision is nade to use indomethacin for children two years of
age or older, such patients should be nmonitored closely and periodic
assessnment of liver function is recoomended. There have been cases of
hepatotoxicity reported in children with juvenile rheunatoi d
arthritis, including fatalities.

If indomethacin treatnent is instituted, a suggested starting dose is

2 my/ kg/ day given in divided doses. Maxi mumdaily dosage shoul d not
exceed 4 ng/kg/day or 150-200 ng/day, whichever is less. As synptons
subside, the total daily dosage should be reduced to the | owest |evel
required to control synptons, or the drug shoul d be di scontinued.

Gastrointestinal Effects:

Single or multiple ulcerations, including perforation and henorrhage of the
esophagus, stomach, duodenumor snall and |large intestine, have been reported
to occur with indonethacin. Fatalities have been reported in sone instances.
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Rarely, intestinal ulceration has been associated with stenosis and
obstruction

Gastroi ntestinal bl eeding without obvious ulcer fornation and perforation of
pre-exi sting signmoid | esions (diverticulum carcinona, etc.) have occurred
I ncreased abdom nal pain in ulcerative colitis patients or the devel opnent of
ulcerative colitis and regional ileitis have been reported to occur rarely.

Because of the occurrence, and at times severity, of gastrointestina

reacti ons to i ndomethacin, the prescribing physician nust be continuously
alert for any sign or synptomsignaling a possible gastrointestinal reaction
The risks of continuing therapy with indonethacin in the face of such synptons
nmust be wei ghed agai nst the possible benefits to the individual patient.

I ndorret haci n shoul d not be given to patients with active gastrointestinal
lesions or with a history of recurrent gastrointestinal |esions except under
ci rcunst ances whi ch warrant the very high risk and where patients can be
noni tored very cl osely.

The gastrointestinal effects may be reduced by giving i ndonet haci n capsul es
imedi ately after meals, with food, or with antacids.

R sk of A Ucerations, Bleeding and Perforation with NSAI D Therapy

Serious gastrointestinal toxicity such as bleeding, ulceration, and
perforation, can occur at any time, with or without warning synptons, in
patients treated chronically with NSAI D therapy. A though m nor upper

gastroi ntestinal problems, such as dyspepsia, are common, usually devel opi ng
early in therapy, physicians should remain alert for ul ceration and bl eedi ng
in patients treated chronically with NSAIDs even in the absence of previous G
tract synptons. |In patients observed in clinical trials of several nmonths to
two years duration, synptomatic upper G ulcers, gross bleeding or perforation
appear to occur in approximately 1% of patients treated for 3-6 nonths, and in
about 2-4%of patients treated for one year. Physicians should inform
patients about the signs and/or synptons of serious @ toxicity and what steps
to take if they occur.

Studies to date have not identified any subset of patients not at risk of
devel opi ng peptic ulceration and bl eeding. Except for a prior history of
serious @ events and other risk factors known to be associated with peptic
ul cer di sease, such as al coholism snoking, etc., no risk factors (e.g., age,
sex) have been associated with increased risk. E derly or debilitated
patients seemto tolerate ulceration or bleeding | ess well than other

i ndi vi dual s and nost spontaneous reports of fatal G events are in this

popul ation. Studies to date are inconclusive concerning the relative risk of
various NSAIDs in causing such reactions. H gh doses of any NSAI D probably
carry a greater risk of these reactions, although controlled clinical trials
showing this do not exist in nmost cases. In considering the use of relatively
| arge doses (within the reconmended dosage range), sufficient benefit should
be anticipated to offset the potential increased risk of G toxicity.

Renal FEffects:

As with other nonsteroidal anti-inflammatory drugs, |ong term adm nistration
of indonethacin to animals has resulted in renal papillary necrosis and ot her
abnormal renal pathology. |In hunans, there have been reports of acute
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interstitial nephritis with hematuria, proteinuria, and occasionally nephrotic
syndr one.

A second formof renal toxicity has been seen in patients with prerenal and
renal conditions leading to a reduction in renal blood flow or blood vol une,
where the renal prostagl andins have a supportive role in the naintenance of
renal perfusion. |In these patients adm nistration of an NSAID may cause a
dose dependent reduction in prostaglandin formation and nay precipitate overt
renal decompensation. Patients at greatest risk of this reaction are those
with conditions such as renal or hepatic dysfunction, diabetes nellitus,
advanced age, extracellular volune depletion fromany cause, congestive heart
failure, septicenia, pyelonephritis, or concomtant use of any nephrotoxic
drug. Indonethacin or other NSAI Ds should be given with caution and rena
function should be nonitored in any patient who may have reduced rena
reserve. D scontinuation of NSAID therapy is typically followed by recovery
to the pretreatnent state.

I ncreases in serum potassi um concentration, including hyperkal enia, have been
reported, even in sonme patients without renal inpairnent. |In patients with
normal renal function, these effects have been attributed to a hyporeni nenic
- hypoal dost eroni sm state (see PRECAUTI ONS, Drug Interactions).

Since indonethacin is elimnated primarily by the kidneys, patients with
significantly inpaired renal function should be closely nonitored; a | ower
dai |l y dosage shoul d be anticipated to avoi d excessive drug accurul ati on.

Ccul ar_Effects:

Corneal deposits and retinal disturbances, including those of the macula, have
been observed in sonme patients who had recei ved prol onged therapy with

i ndonet hacin. The prescribi ng physician should be alert to the possible
associ ati on between the changes noted and indomethacin. It is advisable to

di scontinue therapy if such changes are observed. Blurred vision may be a
significant synptomand warrants a thorough ophthal nol ogi cal exani nati on.

Si nce t hese changes may be asynptonatic, ophthal nol ogi c exam nation at
periodic intervals is desirable in patients where therapy is prol onged.

Central Nervous System Effects:

| ndorret haci n may aggravate depression or other psychiatric disturbances,
epi | epsy, and parki nsonism and shoul d be used wi th considerable caution in
patients with these conditions. |f severe ONS adverse reactions devel op

i ndorret haci n shoul d be di sconti nued.

| ndorret haci n may cause drowsiness; therefore, patients should be cautioned
about engaging in activities requiring nmental al ertness and notor

coordi nation, such as driving a car. I|ndomethacin nay al so cause headache
Headache whi ch persists despite dosage reduction requires cessation of therapy
wi t h i ndomet haci n.

Use in Pregnancy and the Neonatal Period:

I ndorret hacin is not recomrended for use in pregnant women, since safety for
use has not been established, and because of the known effect of drugs of this
class on the human fetus (closure of the ductus arteriosus, platelet
dysfunction with resultant bl eeding, renal dysfunction or failure with
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ol i gohydr am nos, gastrointestinal bl eeding or perforation, and nyocardi a
degenerati ve changes) during the third trinmester of pregnancy.

Terat ogeni ¢ studies were conducted in nice and rats at dosages of 0.5, 1, 2,
and 4 ng/ kg/day. Except for retarded fetal ossification at 4 ng/kg/ day
consi dered secondary to the decreased average fetal weights, no increase in
fetal mal formations was observed as conpared with control groups. Qher
studies in mce reported in the literature using higher doses (5 to

15 nyg/ kg/ day) have described naternal toxicity and death, increased feta
resorptions, and fetal nalfornations. Conparable studies in rodents using
hi gh doses of aspirin have shown simlar maternal and fetal effects.

As with other nonsteroidal anti-inflammatory agents which inhibit
prostagl andi n synthesi s, indonethacin has been found to delay parturition in
rats.

In rats and mce, 4 ng/kg/day given during the |ast three days of gestation
caused a decrease in maternal weight gain and some maternal and fetal deaths.
An increased incidence of neuronal necrosis in the diencephalon in the
live-born fetuses was observed. At 2 ng/kg/day, no increase in neurona
necrosi s was observed as conpared to the control groups. Admnistration of
0.5 or 4 ng/kg/day during the first three days of life did not cause an

i ncrease in neuronal necrosis at either dose |evel.

Use in Nursing Mbothers:

I ndorret hacin is excreted in the mlk of lactating mothers. |Indonethacin is
not recomrended for use in nursing nothers.

PRECAUTI ONS:
Cener al

Nonst eri odal anti-inflamatory drugs, including indonethacin may mask the
usual signs and synptons of infection. Therefore, the physician nust be
continually on the alert for this and should use the drug with extra care in
the presence of existing controlled infection

Fluid retention and peripheral edema have been observed in some patients
taki ng i ndonet hacin. Therefore, as with other nonsteroidal anti-inflamrmatory
drugs, indonethacin should be used with caution in patients with cardiac
dysfunction, hypertension, or other conditions predisposing to fluid
retention

In a study of patients with severe heart failure and hyponatrenia,

i ndonet haci n was associated with significant deterioration of circulatory
henodynam cs, presumably due to inhibition of prostagl andin dependent
conpensat ory mechani sins.

I ndorret hacin, |ike other nonsteroidal anti-inflanmatory agents, can inhibit

pl atel et aggregation. This effect is of shorter duration than that seen with
aspirin and usual |y disappears within 24 hours after discontinuation of

i ndonet haci n. | ndomet haci n has been shown to prolong bl eeding time (but
within the normal range) in normal subjects. Because this effect nay be
exaggerated in patients with underlying henostatic defects, indomethacin
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shoul d be used with caution in persons with coagul ati on defects.

As with other nonsteroidal anti-inflammatory drugs, borderline el evations of
one or nore liver tests may occur in up to 15%of patients. These
abnornalities may progress, nay remain essentially unchanged, or may be
transient with continued therapy. The SGPT (ALT) test is probably the nost
sensitive indicator of liver dysfunction. Meaningful (3 tines the upper limt
of normal) el evations of SGT or SQOT(AST) occurred in controlled clinica
trials in less than 1% of patients. A patient with synptons and/or signs
suggesting liver dysfunction, or in whoman abnormal |iver test has occurred,
shoul d be eval uated for evidence of the devel opment of nore severe hepatic
reacti on while on therapy with i ndomethacin. Severe hepatic reactions,

i ncl udi ng jaundi ce and cases of fatal hepatitis, have been reported with

i ndonethacin as with other nonsteroidal anti-inflammatory drugs. Although
such reactions are rare, if abnormal liver tests persist or worsen, if
clinical signs and synptons consistent with |iver disease develop, or if
system ¢ mani festations occur (e.g., eosinophilia, rash, etc.), indomethacin
shoul d be di sconti nued.

Information for Patients:

| ndorret hacin, like other drugs of its class, is not free of side effects. The
side effects of these drugs can cause disconfort and, rarely, there are nore
serious side effects such as gastointestinal bleeding, which nay result in
hospi talization and even fatal outcomnes.

NSAI Ds (Nonsteroidal Anti-inflamratory Drugs) are often essential agents in
t he managenent of arthritis; but they al so may be commonly enpl oyed for
condi tions which are | ess serious.

Physi cians may wi sh to discuss with their patients the potential risks (see
WARNI NGS, PRECAUTI ONS and ADVERSE REACTIONS) and likely benefits of NSAID
treatment, particularly when the drugs are used for |ess serious conditions
where treatment without NSAIDs may represent an acceptable alternative to both
the patient and the physician.

Laboratory Tests

Because serious G tract ulceration and bl eeding can occur w thout warning
synpt ons, physicians should follow chronically treated patients for the signs
and synptons of ul ceration and bl eedi ng and shoul d i nformthem of the

i nportance of this followup (see WARNINGS, Ri sk of @ U cerations, Bl eeding
and Perforation with NSAl D Therapy).

Car ci nogenesi s, Mitagenesis, I npairnent of Fertility:

In an 81-week chronic oral toxicity study in the rat at doses up to
1 ny/ kg/ day, indomethacin had no turnorigenic effect.

I ndorret haci n produced no neopl astic or hyperplastic changes related to
treatment in carcinogenic studies in the rat (dosing period 73-110 weeks) and
t he mouse (dosing period 62-88 weeks) at doses up to 1.5 ng/kg/ day.

| ndorret haci n did not have any nutagenic effect in in vitro bacterial tests
(Ames test and E. Coli with or without netabolic activation) and a series of
in vivo tests including the host-medi ated assay, sex-linked recessive lethals
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in Drosophilia, and the nicronucleus test in nice

I ndorret haci n at dosage | evels up to 0.5 ng/kg/day had no effect on fertility
innmceinatw generation reproduction study or a two litter reproduction
study in rats.

Drug I nteractions:

In normal vol unteers receiving i ndomet hacin, the adm nistration of diflunisa
decreased the renal clearance and significantly increased the plasma | evel s of
i ndonethacin. |In sone patients, conbined use of indomethacin and difl uni sa
has been associated with fatal gastrointestinal henorrhage. Therefore,

di fl uni sal and i ndomet haci n shoul d not be used conconitantly.

In a study in nornal volunteers, it was found that chronic concurrent
adm ni stration of 3.6 g of aspirin per day decreases indonethacin blood |evels
approxi nately 20%

dinical studies have shown that indonethacin does not influence the
hypopr ot hr onbi nem a produced by anticoagul ants. However, when any additional
drug, including indomethacin, is added to the treatnent of patients on

anti coagul ant therapy, the patients should be observed for alterations of the
prot hronbin time.

When indomethacin is given to patients receiving probenecid, the plasma |evels
of indonethacin are likely to be increased. Therefore, a |lower total daily
dosage of indonmethacin may produce a satisfactory therapeutic effect. Wen

i ncreases in the dose of indonethacin are made, they should be made careful ly
and in snmall increments.

Caution should be used if indonethacin is adm nistered sinultaneously with
net hotrexate. | ndomethacin has been reported to decrease the tubul ar
secretion of nethotrexate and to potentiate its toxicity.

Adm ni stration of nonsteriodal anti-inflammatory drugs concomtantly wth
cycl ospori ne has been associated with an increase in cycl osporine-induced
toxicity, possibly due to decreased synthesis of renal prostacyclin. NSAl Ds
shoul d be used with caution in patients taking cyclosporine, and rena
function should be carefully nonitored

| ndorret haci n capsules 50 ng t.i.d. produced a clinically relevant el evation of
plasma lithiumand reduction in renal lithiumclearance in psychiatric
patients and normal subjects with steady state plasna |ithiumconcentrations.
This effect has been attributed to inhibition of prostaglandin synthesis. As
a consequence, when indonethacin and lithiumare given concomtantly, the
patient should be carefully observed for signs of lithiumtoxicity. (Read
circulars for lithium preparations before use of such concomtant therapy.)

In addition, the frequency of nonitoring serumlithiumconcentration should be
i ncreased at the outset of such conbination drug treatment.

In some patients, the administration of indonethacin can reduce the diuretic,
natriuretic, and, antihypertensive effects of |oop, potassiumsparing, and
thi azi de diuretics. Therefore, when indomethacin and diuretics are used
conconmtantly, the patient should be observed closely to determine if the
desired effect of the diuretic is obtained.
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| ndorret haci n reduces basal plasma renin activity (PRA), as well as those

el evations of PRA induced by furosem de administration, or salt or vol une
depl etion. These facts shoul d be consi dered when eval uating plasma renin
activity in hypertensive patients.

It has been reported that the addition of trianterene to a mai ntenance
schedul e of indonethacin resulted in reversible acute renal failure in two of
four healthy volunteers. |ndomethacin and trianterene should not be

adm ni stered t oget her.

| ndorret haci n and pot assi um sparing diuretics each may be associated with

i ncreased serum potassiumlevels. The potential effects of indomethacin and
pot assi um sparing diuretics on potassiumkinetics and renal function should be
consi dered when these agents are adnini stered concurrently.

11
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Most of the above effects concerning diuretics have been attributed, at |east

in part,
i ndonet haci n.

to mechani sns invol ving inhibition of prostaglandin synthesis by

Bl unting of the antihypertensive effect of beta-adrenoceptor blocking agents

by nonst eroi da
r eport ed.

anti-inflamatory drugs including i ndomet haci n has been
Therefore, when using these bl ocking agents to treat hypertension,

patients should be observed carefully in order to confirmthat the desired

t herapeutic effect has been obtai ned.
reduce the antihypertensive effect of captopri

There are reports

t hat i ndonet haci n can

in sone patients.

Fal se-negative results in the dexamet hasone suppression test (DST) in patients

bei ng treated w th i ndonet haci n have been reported.

should be interpreted with caution in these patients.

Pedi atric Use:

Thus,

results of the DST

Ef fectiveness in pediatric patients 14 years of age and younger has not been

est abl i shed (see WARN NGS) .

ADVERSE REACTI ONS

The adverse reactions for indomethacin capsules listed in the follow ng table

have been arranged in two groups:

i nci dence | ess than 1%

doubl e-blind controlled clinica

patients).
trials,
probability of a causal
adver se reacti ons,

(1) incidence greater than 1% and (2)
The incidence for group (1) was obtained from 33
trials reported in the literature (1,092
The incidence for group (2) was based on reports in clinical
inthe literature, and on voluntary reports since narketing. The
rel ati onshi p exi sts between i ndoret haci n and t hese
some of which have been reported only rarely.

I nci dence greater
than 1%

I nci dence | ess than 1%

GASTRO NTESTI NAL

nausea* with or w thout

vom ting
dyspepsi a* (i ncl udi ng
i ndi gestion, heartburn

and epigastric pain)
di arr hea
abdomi na

pain
consti pation

di stress or

anor exi a
bl oati ng (includes
di stention)
flatul ence
peptic ul cer
gastroenteritis
rectal bl eeding
proctitis
single or miltiple
ul cerations,
i ncl udi ng perforation
and henorrhage of the
esophagus
st omach, duodenum
or small and | arge
i nt estines
intestinal ulceration
associ ated with stenosis

12

gastroi ntestinal bl eeding
wi t hout obvi ous ul cer
formati on and
perforation of pre-
exi sting signoid
| esions (diverticul um
carcinoma, etc.)
devel oprent of
ul cerative colitis
and regional ileitis
ul cerative stomatitis
toxic hepatitis and
j aundi ce
(sone fatal cases
have been reported)



| ndonet haci n Capsul es, USP

Label i ng Qui dance

Revi sed Sept enber,

1995

and obstruction

I nci dence greater
than 1%

I nci dence | ess than 1%

CENTRAL NERVQOUS SYSTEM
headache(11. 7%

di zzi ness*

vertigo

sommol ence

depression and fatigue

(i ncl udi ng mal ai se and
l'i stlessness)

SPECI AL SENSES

tinnitus

CARDI OVASCULAR

none

METABCLI C

none

| NTEGUVENTARY

none

anxi ety (includes
ner vousness)

nuscl e weakness

i nvol untary mnuscl e
novenent

i nsomi a

muzzi ness

psychi c di sturbances
i ncl udi ng psychotic
epi sodes

nment al conf usi on

dr owsi ness

ocul ar - cornea
deposits and retina
di st ur bances,
i ncl udi ng those of
the macul a, have
been reported in
some patients on
pr ol onged t her apy
wi th i ndomet haci n

hyper t ensi on
hypot ensi on
tachycardi a

chest pain
edena
wei ght gain

fluid retention
flushing or sweating

pruritus
rash; urticaria
pet echi ae or ecchynosis

13

| i ght - headedness

syncope

par est hesi a

aggravation of epilepsy

and par ki nsoni sm

deper sonal i zat i on

coma

peri phera

convul si ons
dysarthria

neur opat hy

bl urred vision

di pl opi a,

heari ng di sturbances,
deaf ness

congestive heart failure
arrhythnm a; pal pitations

hyper gl ycem a
gl ycosuri a
hyper kal eni a

exfoliative dermatitis
eryt hema nodosum

loss of hair

St evens- Johnson

syndr one

erythema nul tiforme

t oxi ¢ epi der nal
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I nci dence greater

than 1% I nci dence | ess than 1%
HEMATOLOG C
none | eukopeni a apl astic anenia

HYPERSENSI TIM TY

none

GEN TOURI NARY

none

M SCELLANEQUS

none

bone narrow depressi on
anem a secondary to
obvi ous or occul t
gastroi ntestina
bl eedi ng

acut e anaphyl axi s

acute respiratory distress
rapid fall in blood pressure
resenbl i ng a shock-1ike

state
angi oedena

hemat uri a

vagi nal bl eedi ng
proteinuria

nephroti c syndrome
interstitial nephritis

epi staxi s

breast changes

i ncl udi ng enl ar genent
and tenderness, or
gyneconasti a

henol yti c anem a
agr anul ocyt osi s
t hr ombocyt openi ¢ pur pur a

di ssem nated i ntravas-

cul ar coagul ati on

dyspnea

ast hma

pur pur a

angiitis

pul nonary edena
f ever

BUN el evation

renal insufficiency
i ncl udi ng rena
failure

*Reactions occurring in 3%to 9% of patients treated with indonethacin.
(Those reactions occurring in less than 3%of the patients are unmarked).

Causal relationship unknown:
under circunstances where a causa

QG her reactions have been reported but occurred

rel ationship could not be established.

However, in these rarely reported events, the possibility cannot be excl uded.
Therefore, these observations are being listed to serve as alerting

i nformation to physicians:
Car di ovascul ar:

Henat ol ogi ¢ :

Thr onbophl ebi ti s.
Al though there have been severa

supporting information is weak.

Ceni tourinary :

WUrinary frequency.

A rare occurence of fulmnmnant necrotizing fasciitis,

association with Goup A B-henol ytic strepococcus,
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persons, treated with nonsteroidal anti-inflammatory agents, including
i ndonet hacin, sometines with fatal outcome (see PRECAUTI ONS, Ceneral).

OVERDOSAGE:

The followi ng synptons may be observed fol | owi ng overdosage: nausea, vomting
i nt ense headache, dizziness, nental confusion, disorientation, or |ethargy.
There have been reports of paresthesias, nunbness, and convul si ons.

Treatment is synptomatic and supportive. The stomach should be enptied as

qui ckly as possible if the ingestion is recent. |f voniting has not occurred
spont aneously, the patient should be induced to vomt with syrup of ipecac.

If the patient is unable to vomt, gastric |avage should be perforned. Once

t he stomach has been enptied, 25 to 50 g of activated charcoal nmay be given.
Dependi ng on the condition of the patient, close nedical observation and
nursing care may be required. The patient should be followed for several days
because gastrointestinal ul ceration and hemorrhage have been reported as

adver se reacti ons of indomethacin. Use of antacids may be hel pful.

The oral LD, of indomethacin in mce and rats (based on 14 day nortality
response) was 50 and 12 ng/ kg, respectively.

DOSAGE AND ADM NI STRATI ON

Adverse reactions appear to correlate with the size of the dose of
i ndonethacin in nost patients but not all. Therefore, every effort should be
made to determine the snallest effective dosage for the individual patient.

Al ways give indonethacin capsules with food, imrediately after neals, or with
antacids to reduce gastric irritation.

Pediatric Use:
I ndorret hacin ordinarily should not be prescribed for pediatric patients 14
years of age and under (see WARN NGS).

Adult Use
Dosage Recomrendations for Active Stages of the Fol | ow ng:

1. Moderate to severe rheumatoid arthritis including acute flares of chronic
di sease; noderate to severe ankyl osing spondylitis; and noderate to severe
osteoarthritis.

Suggest ed Dosage:

| ndorret hacin capsules 25 nmg b.i.d. or t.i.d. If this is well tolerated

i ncrease the daily dosage by 25 or by 50 ng, if required by continuing
synptons, at weekly intervals until a satisfactory response is obtained or
until a total daily dose of 150-200 ng is reached. DOSES ABOVE TH S AMOUNT
GENERALLY DO NOT | NCREASE THE EFFECTI VENESS OF THE DRUG

In patients who have persistent night pain and/or norning stiffness, the
giving of a large portion, up to a nmaxi mumof 100 ng, of the total daily dose
at bedtine, may be hel pful in affording relief. The total daily dose shoul d
not exceed 200 my. In acute flares of chronic rheunatoid arthritis, it nay be
necessary to increase the dosage by 25 mg or, if required, by 50 ng daily.
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If mnor adverse effects devel op as the dosage is increased, reduce the dosage
rapidly to a tolerated dose and CBSERVE THE PATI ENT CLOSELY.

If severe adverse reactions occur, STOP THE DRUG After the acute phase of
the disease is under control, an attenpt to reduce the daily dose should be
nmade repeatedly until the patient is receiving the snallest effective dose or
the drug is discontinued.

Careful instructions to, and observations of, the individual patient are
essential to the prevention of serious, irreversible, including fatal, adverse
reactions.

As advanci ng years appear to increase the possibility of adverse reactions,
i ndonet haci n shoul d be used with greater care in the aged.

2. Acute painful shoulder (bursitis and/or tendinitis).
Initial Dose:
75-150 ng daily in 3 or 4 divided doses.
The drug shoul d be discontinued after the signs and synptons of
i nfl anmati on have been controlled for several days. The usual course of
therapy is 7-14 days.

3. Acute gouty arthritis.
Suggest ed Dosage:
| ndorret hacin capsules 50 ng t.i.d. until painis tolerable. The dose
shoul d then be rapidly reduced to conpl ete cessation of the drug. Definite
relief of pain has been reported within 2 to 4 hours. Tenderness and heat
usual |y subside in 24 to 36 hours, and swelling gradually disappears in 3
to 5 days.

HOW SUPPLI ED

- Est abl i shed nare

-Strength, dosage form

- Packagi ng

- Shape, color, inmprinting or other identifying characteristics
-NDC Nunber

- Speci al handling and storage conditions

- Di spensi ng St at errent

- CAUTI O\ Federal |aw. ..

(Rev. Date )

Manuf act ured By St at enent

| ndorret h. cap
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